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chancroid-while 50%/ have some other disease usually sex-
ually transmitted, such as non-gonococcal genital infection,
trichomoniasis, genital scabies, lice, or warts, or conditions
which can probably be sexually transmitted, such as genital
herpes and candidiasis. A few immigrants attend with lympho-
granuloma venereum or granuloma inguinale. The remaining
25% have some other genital condition, or no evidence of any
disease may be found. It would not be unreasonable, and
might be kinder to prospective patients, to term such clinics
departments of genito-urinary medicine and the consultants
in charge genito-urinary physicians.

In an article at page 451 of the B.M.J. this week Mr. A. J.
King reviews the world-wide failure to control venereal dis-
eases. Discussing methods of control in this country, he points
out that properly organized tracing of contacts, which is
carried out by specially trained welfare officers, provides the
greatest hope of reducing the number of early infectious cases
of both syphilis and gonorrhoea. Regulations4 which came
into operation on 2 December 1968 have made the procedure
more effective. They require that information about persons
examined or treated for venereal disease in hospital must be
treated as confidential but permit its disclosure to a doctor or
a person employed under the direction of a doctor in connexion
with, and for the purpose of, treatment or prevention of the
spread ofvenereal disease. It is to be hoped that all physicians in
veneral-disease clinics and local health authorities will play
their part in this procedure.

Education too has an essential role in prevention, as Mr.
King points out. The Health Education Council is reviewing
the uses of films, film strips, and posters in the promotion of
a campaign directed at the general public. The importance of
thorough medical education in this subject at both under-
graduate and postgraduate levels is evident-and as evidently
neglected, according to Mr. King. For training of nurses it is
to be hoped that the newly formed Joint Board of Clinical
Nursing Studies will be able to set standards for training in the
subject after qualification. Finally, research must not be
neglected. A recent one-day Conference of Current Problems in
Urethritis convened by the Medical Research Council gives
rise to hope that both clinicians and research workers are
becoming increasingly aware of the many gaps in our know-
ledge of the sexually transmitted diseases. In particular, basic
research is needed into the problems of immunity in syphilis
and gonorrhoea and the aetiology of non-gonococcal infection.

Pathogenesis of Nephrosis
The nephrotic syndrome results from injuries to the

glomerulus, some of which have an immunological basis.,
Renal biopsies examined by immunofluorescence show deposi-
tions of immunoglobulins and complement on the glomerular
basement membranes in most cases where histological changes
are detected by light microscopy.2 In what may be called
"no change" nephrosis, where electron-microscopy is required
to show the fusion of foot processes in the glomerular epi-
thelium, fluorescence is slight or negative,3 though the
remarkable clinical response obtained with steroids may imply
an immunological abnormality even in this group.

There are basically two fluorescence patterns in the glomeru-
lar tuft: one is linear and ribbon-like and the other granular
or lumpy.4 In practice an apparently mixed lumpy and linear
fluorescence may also be seen. In some biopsies the deposits
are extremely dense or involve the mesangium, so that the

pattern is difficult to assess with the low degree of resolution
available in fluorescence microscopy. The two basic patterns
correspond to a fundamental difference in the type of immune
deposit in the glomerulus. The linear fluorescence is due to
antibodies reacting specifically with the glomerular basement
membrane (anti-GBM). Granular fluorescence represents
immune complexes passively trapped on the epithelial side of
the membrane. In both cases the damage and the ultimate
glomerular fibrosis are caused by the inflammatory reactions
set up as a result of the substances deposited in the presence
of complement.5 6

Linear fluorescence is seen in the Goodpasture syndrome.
Here nephritis is associated with pulmonary haemorrhages
and is due to sensitization to basement-membrane antigens
shared between the lung and the kidneys.7 The nephritis in
this syndrome and in the rare cases in which basement-
membrane antibodies are deposited without lung disease is
usually more severe than a nephrotic syndrome, though the
latter type of case has been described. The trigger for the
sensitization is unknown, but preceding upper respiratory
infections have been reported in some cases. An autoimmunity
of unknown cause to glomerular basement membrane could
exist in rare cases, for nephritogenic mucoproteins derived
from the basement membrane have been identified in normal
blood and urine,8 and classical nephrotoxic nephritis in
animals is easily induced with basement-membrane antigens. 9

Granular fluorescence is seen much more often in nephrotic
syndrome and represents one of the best examples of an
"immune-complex disease." The antigen is outside the
glomeruli and may even be outside the kidney. It is the type
and amount of antibody produced by the patient in relation
to the supply of antigen in his circulation which determines the
nephrotoxicity of the immune-complexes. 6

Analysis of serum sickness in animals"o has shown that the
complexes must be soluble and of a certain size to be trapped
in the kidney. If they are too small they may remain in the
blood, and if they are too large they tend to be filtered off in
the spleen, where they undergo phagocytosis by polymorphs.
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To be harmful to the kidney they must be just soluble
in the presence of moderate excess of antigen.,
Though the mechanism of immune-complex nephritis is

reasonably well understood, it has proved difficult to identify
the antigens in patients with nephrotic syndrome. So far five
types of antigens have been identified: streptococci,1 1 nuclear
antigens in lupus nephritis,12 aggregated autologous IgG in
mixed cryoglobulinaemic nephritis, I3 penicillamine in patients
treated for Wilson's disease, 14 and recently Plasmodium
malariae. 15 These known causes account for only a small
percentage of cases presenting with the nephrotic syndrome.
Here again an idiopathic autoimmune disease may also exist.
This is suggested by recent experimental work. 16

At present the best known immune-complex nephritis in
man is post-streptococcal. It is thought that type 12 nephrito-
genic streptococci 17 are specially liable to release soluble
antigens, which remain in the circulation and happen to
evoke the right amount of antibody to form complexes of
moderate size. Another school of thought claims that certain
patients' glomerular basement membranes share an antigen
with the bacterial8 and that this could set up cross-reacting
antibodies to the glomerular basement membrane. Both
mechanisms might exist in different patients or even in the
same kidney, which could explain the mixed fluorescence
patterns.

Several other types of organisms are likely to be identified
in human nephritis, including some viruses, for the latter are
already known to cause nephritis in mink19 and mice.20 It is
of special interest that P. malariae infection has been shown to
account for the 20-fold greater incidence of nephrosis seen in
African countries where quartan malaria is endemic.21 Renal
biopsies from these patients show typical lumpy glomerular
deposits in which malarial antigen22 as well as IgG, IgM,
and complement have been detected.

Studies by J. W. Kibukamusoke and A. Voller23 help to
clarify the conditions under which malarial nephrosis develops
in children and adults. These authors found that Ugandan
patients with nephrosis have higher titres of malarial antibody
and higher serum IgM values than controls from the same region,
and that antibody titres were highest in those patients with
nephrosis whose renal biopsies showed immune-complex
deposits. But many unanswered questions remain. Though
much is known about the soluble antigens of Plasmodium
falciparum,24 P. malariae has not yet been analysed in detail.
The nephritogenic component has not been identified, nor
have the types of immunoglobulins involved in the complexes
been determined. Further studies will doubtless throw light
on the mechanisms by which malaria injures the kidneys.

European Pharmacopoeia
The publication late in 1969 of the first volume of the European
Pharmacopoeia' was an important event in international
collaboration in medicine and pharmacy.

This pharmacopoeia had its origins in the Brussels Treaty
of 1948, in which the United Kingdom, France, and the
Benelux countries agreed to collaborate in cultural, economic,
and social matters. In 1954, with the addition of the German
Federal Republic and Italy, the Brussels Treaty Organization
became the Western European Union. In 1960 some of the
activities of the Western European Union were transferred to

I European Pharmacopoeia, Vol. 1. St. Moulins-les-Metz, Imprimerie
Maisonneuve. 1969.

the Council of Europe, and the subcommittee on pharma-
ceutical questions proposed the establishment of a European
Pharmacopoeia. In January 1963 the European Economic
Community also proposed to collaborate to produce a
European Pharmacopoeia.
The European Pharmacopoeia Commission came into being

in 1963, and in 1964 the European Economic Community
decided not to proceed with its own plans for a pharmacopoeia
in view of the progress made by the Council of Europe. The
Commission began its work in 1964, and in 1965 H. S. Grainger,
formerly chief pharmacist of the Westminster Hospital, took
up the post of technical secretary to the commission with his
office in Strasbourg.

Since every decision taken by the Commission has to be
unanimous it is very encouraging to find that within five years
it has been possible to produce a volume containing 76
monographs and nearly 200 pages of general notices and
methods of analysis. The unanimity rule virtually gives a veto
to each country and might have been expected to result in
serious delays or omissions. It is, however, essential so that
no country can be forced to accept standards which it considers
inadequate. Fortunately there has been so far an excellent
spirit of co-operation.
The date for implementation for the standards of the first

volume has been set at 1 January 1972. Many countries will
be likely to adopt the standards before that date. The par-
ticipating countries are bound by the European Pharmacopoeia
Convention to adopt the European Pharmacopoeia monographs
as their official standards. The Medicines Act of 1968 contains
clauses to do this in the United Kingdom. A second volume,
which is expected to contain many biological products, is due
to be published in late 1970 or early 1971, and work has
already started on some monographs for the third volume.
The acceptance by eight countries of a common pharma-

copoeia has both public health and commercial advantages.
It enables the best possible standards to be established in an
area-bounded by the Atlantic, the Mediterranean, and the
iron curtain-which contains about 245 million people. Since
the British Pharmacopoeia is also used throughout the
Commonwealth and in a few other countries and the French
Codex is used in french-speaking countries the new pharma-
copoeia will have a world-wide influence.

Control of Human Fertility
The latest number of the British Medical Bulletin,' on the
control of human fertility, comes at a time when there is
intense lay and medical interest in the subject. This is an
appropriate moment to review the work being done in Britain.
The contributors have clearly been encouraged by Dr. G. I. M.
Swyer, the scientific editor for this issue, to go beyond a
review of past work and to make intelligent guesses about
future developments. Technical advances are coming fast,
and medical practice and social attitudes change rapidly to
keep pace with them.

This issue of the Bulletin appears at a time when medical
opinion is pressed on one side by the enthusiastic promotion
from the pharmaceutical houses and on the other by reports
of serious side-effects. It is not fair to reduce its whole content
to a few generalizations, but it is true to say that it steers a
sensible course between this Scylla and Charybdis. Many of
the articles, notably those by D. M. Potts and G. I. M.

British Mediical Bulletin, 1970, 26, No. 1. Published by the British
Council, 97-99 Park Street, London W.I.
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